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Mo 
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[ft^i2] se^j#-f-: ;m&ntm—i> L<i±nn&}^ 

m -.<or< ymwmz^-tz 9 v*9%\> u< ji*©**^-/*- vtit\t^<o 

las*® 1 3 ] r?o#-^ : i -t?^ $tL& 757 mse^«j t isi— & t < i±^®m k 

o 

6] 2 b< ttW^l 4mM<OX9V-->9~?j&Zfz 

mo ©ft 4- & £ t± o«t * l r 4 & r # h - v 7s mmrn o 

1 8 ] R^!J#-^ : 1 -C^S tt^» 757 MR^>J t m— L < li^SfM 

[as^i 9] &m&: ix-m^^r^7m.mmtm-i>L<itmMm^ 
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^]liDNAi:§fHi/:»)> £ mm* & »#1£<D5j& v> (Dtfft if 

A,&#ft& if K U* U*&v*9Jf1UBri*3B*L*o 

» ? #S.t. -eo^fflft«E$tL-CV^ 0 #JxJ2\ AffymetrixttOGeneChipv 
„ >&^xh>7--n't miti&U&tf, 7-fef-Mfc. 'i>li ^fMbfcv* 
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\,*&w®t>mm« mmm^ 2001^10^-^)0 

v 3 V 3 »>/^-X-<7)Enhancer of zesteli. Polycomb groupk|fc£ tt^> ;* V* 

& £ k * *r^£n «b fitz ? 9 n-?& 2> o 

•fyV-frbexon trapping&fc^Tofc (Genomics, 38%. 30-37M> 199640 
0 ^ n — > ^ £ *Lfc J- ^ V > o (± v 3 5? 3 ^^^<?5Enhancer of zeste 

OF ZESTE, DR0S0PHILA, H0M0LOG 2 EZH22:#-t& £ k *> fcfcfsNt 

(Genomics. 38%. 30-37H. 1996^) 0 Cardoso** &EZH2 <D SfefeflUi©^ y \£ 

<b «J*-C* 4 £ * <b . EZH2^m^#Sl^mol§sS KM * ^fg 
tt^tU^-B 1 Europ. J. Hum. Genet., 8%. 174-180H. 20 

00^) o Varambally^(i*;V^>#S^m»*^^i3^^EZH2^l&m/CmL 

3tSt>ttEZH2H«-r*8iRNASrlSttt-, 4i hi:<tot> tfTfflft^A/ffll 

J3^0ii5it^X.^tL^C:k«r^LTV^ (^#Wr:fci§fc2 Nature. 419%. 62 
4-629H. 20023O 0 L^Lfc***>, irSJ&^<0*^a-COEZH2^I^S^;mtw 
ov»ro«tli4$ii-Cv^v> 0 $ h lC±^OsiRNA^^«l'T^* h 
«rgtSL*^o3fekO##* f ** Nature. 419%, 624-629K. 2 

002^) o 

Cao«b(±EEDkO?{ftL^ * W**«fcEZH20&^fc**l!»U £<0«^**^ * 
b >H3<027#a<^V Z? 3- )Hk1-&Zt*1ffi&Ltz (Sc 

ience. 298%. 1039-1043W, 200230 0 # 

[0 0 0 3] 
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Europ. J. Hum. Geiiet.> 8^> 174-180Jt> 2000^ 

i^mwxm 2 ] 

Nature> 419^ 624-629^ 2002^ 
[0 0 0 4] 

[0 0 0 5] 

*mwmb^ ±uommzffifci-zK&i l mimft*ntefz&^ ezh2^?l 

(4) JifB (3) fBflW>r>f"te>*# 1 J** r V*?" KSr^U-C****^ 
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(1) , (2) , (4) ttzit (5) IBitO^IW • 

(7) BB^IfHf-: lT*$*L*T5yBfflB59fcra— tL<tt*Jtfl9^n— 

(9) # S A,^\ ?Lri ? /^ IN*/^ 

IB (7) Ztzlt (8) SB«tf>#»rai, 

do) b > *T)ism&mmmm&mmmz%tz4k&®ztzte^<o& 

(12) se^ij## : i r ^ / mis^i t iwi— & t < {±m®eti kiwi-o 

(13) ifi^iJ#-^-: i^t£*i&T^mifi^P*l— b< temMM^m— (D 

(14) @B^J#-^: lt?^$^T^ymSB^!li:ra^^ b< li^KKKR— O 

(16) ±IB(12) i> L<f±JtfB (1 4) mm<VX? V 
-LIB (13) fcb<ii_hfB (15) mm?)*? b*JBv*T»fc 
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(17) mwtt: tL<i±^fw^R- <o 

(is) @b^ij#-^ : i -emztiz r $ j wwm t m— *> t < i±m%.m~m—<7) 

(19) m?m^: lx-mztizTs.ym&ntwi-' *>L<tt»tttfcH— <n 

(20) Kyij*^ : 1 tt* r ^ ^ mie^J ra— *> L < i±^««ifcra— <z> 

& o 

[0 0 0 6] 

<Wx-WT> fffjfflJ!&, ll*M> #S*M3U ^'JT»> PIj8». ^ 

, m<o&i&& (flu ^b«3*. ii^ ^> *i^ts&> * 

. w*. &jf> b, mivs -xm, *») . jmsn ^ 

NMU MU WTtik. 5M8ifiU tt£MU IP*> fl«> ^> M» 
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[0 0 0 7] 

m_h. $f»«L<ttl5i70 %J^±> £ 19 £f£ L < li& 8 0 %m±> * 
[0 0 0 8] 

mo. o i~i o ote. i&t L<i±mo. i-ioak £W 

£ L < f± 0 . 5.-2^) -e$)^ih#fJU^\ £*b<b<^14<7^IJ^ 

98^, 1039-1043K. 2002^KffiiRO;Jr&£ £ti^*Ucm C^^lC^o TiM^ 

* u =r* ^ v * y - A £ fi t: x Y >H3^ U i? >27mi&W&\ fc^rt" & V ^ 7^ 
iiJ^i-^»o *RJ6«\ »S&*«ifc*-efrdo *3ftRJ6ffe> tt&tf. sds-page^ 
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[0 0 0 9] 

iil-3 O^Jg, #3L<1±1-1 ^^t^Ktit (1-5) 

1@) <dt<; WttfXZ: Lfzr<; mmm > ©@fi^J#-^: l-C*$*i*T5ylK 

yUJCl £fct±2l@&± («x.tf 1~1 0 01@^JS> ffit<lil-3 01@^«> 

^t<iii~i ommst, 2bK&iL<\m (1-5) « ©r^«*Ht 
jnLfcy^&ffi^U d)iB^J#-^: l-e&sfLarsySfflBBlfci tfc*i2«tt 

_t («it«l~l 0 0^@S. #£L<t±l-3 Ofl«& »4L<ttl~l 0 
fl£& $ Kff * t < »i» (1~5) fl) OT5;»#»XStLftr^«E 

1 0 OlSSIE. fflL<lil~3 OTOJ^. £f£LO±l~l OffiS^. Sfefc 
ft*L<im (1-5) IB) 5 y f »7 ^ / i«$tL/;7 5 ;WM 

lo 0 1 0] 

C*«^*^*^v^S (-COOH) > *^yV-K- 
COO-) , 75 K (-CONH2) (-COOR) 0#tL-e* 

££^.x*xMr:|3tf&R£ Ltli, ^x.f^ -z-^K n--/ntf;w 
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Tffi v* e> *l a * * Ra* c W t> ;v v ( £ £ i± * ;w 
„ Ci_67 Jl/* / ^ ifOCi_ 6 7y a -emstzti 

*L& 0 

^K-efflv^tt^^ >WR<09M9ih. LTte> #Ux.f£\ @B^J#-^ : 1 "C^ 
$tL^>T5 Sm&n*^ir2>*>'*?M (EZH2) *L* 0 
[0 0 11] 

>'*?M<DUfi"*7?- mot, 0i L < ffifBLfc*S&9!T?ffi 

^T^ymi5^J^^V^T^l-6 1 0#B^>T5yBftiB^J*^ri-*^^K* 
i?;& s 2Mf <b*i&o #0;U£> ^l&W-Cfflv^tL^^v^^ROflliST^yifeie^JO 
?*>4>&< t<>2 0«J2LL. ft* t< 8:5 OfflJ&Lh. $ol«L<}±7 01@J^ 
_h, i^iKlil 0 0W±, L<ii2 0 OfflJJJLtOT 5 J WRm 

m&± or* t<(ii~2 ommm, l<&i~i ommm. z^i-ft 
ii<ii* (i~5) o7^umu t^ttx *<D7*;mmMzi 
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s&tifJKttft (i~5) fl) oT5yafe*«#inu w^y^ 

E?JfclifcM:2flJBLh (»* L < tt 1 - 2 J: 5«F * L < tt 1 - 1 0 

mmm, zbK&tL<i±m (i~5) «) ot^wx?^ tfci*. -e 

<&1~1 0l@5gE> *<bfc#4L<»iafc (1-5) 10) ©T^f»75 



[0 0 12] 

f7t> *||WTfflV^*L*«^^K»±C5|5ji* t *^#^r'>^* ("COO 
H) . **#**sl'-\> (-COO") > 75 K (-CONH 2 ) titltx-XT 
)V (-COOR) o^-esbot^iv^ 

[0 0 13] 

tmstt&m («u mmwo (^ r^y^m*) a**©* 
l-c«, ftm* (^Jx.^> mm. Aft***. «m) torn. 
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^fc-tfr* C i: J: ij «$MM§1" & - k § o 
[0 0 14] 

> ^>XtK^7 5vt]|, T5/.*^;MfJ^ 4 - ^ > ^- ^ > v ;v 

4- (2' , 4* -'^ >4r'>7x-^-fcKn*'»f A') 7x/^yti 
4- (2' , 4' -yV b 7 x-;v - F m o c 7 ^ / if ^) 7x/^-y 

ftm-C^prt^A/^-f KiB^J&R££^lfeU @tfjO*>v??®*>L<{» 

t^^iv^-I^t^^ *;v**vM5 K»#£v*o *;M?-;M 

U*atUli> DCC. N, N' -V4 VfuVfr* frtfitJ * Y\ N-^f 

£*L^^J:&«tt^C»±9*5^«l«ara«l HOB t , HO OB t ) 
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[0 0 15] 

N, N-^W;i/A7 5K, N, N-y^W-bhT^F, N-^/Hf 
x.?- ;vft t- ^^tiiti?) coiM^rl^ ft £*jWB <b *t& „ 

or- 5 o*c^i£H^f>a±a^$^o sttftsiLfcr 

* J mm%foteW& 1.5-4 fif«JB|-Cfflv> h *l& o KV vRf&Srffl 

ir* h o^*. IS^qF+^^Jt^^tt^Klfe^lWai*^* 3 - 1 ft < li^RJS 
^^t^t^i 13-hfrfti^^Tft"? i k^iio RJS*lft')3EL-C«> + 

^ft«^*«r#t»tLftv^i^j±. m^mm.tfznr^^4 $ rv-^zm^r 

[0 0 16] 

IftOT^/ioftllStUli, Z, Boc, t -^>-f-;v*^v 

**-;K Cl-Z, Br-Z> T ^**>*M-^ f'J^WDT 

#;v***->;Hfcf±. flflxJf. tjv^;vx^tMI: (Mx.^ j^/k 
y^nt^fJK 2 -TV***-** ^OfcMMfc, L < lifMfcT 
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ft (Ci_ 6 ) r;v*y-f^*. ^>^^i4^rn>f^ -^>>?;v** 

rui/yny^s-fr&jm&vvm&t LTi±, tfflxJf, Bz K C l 2 - 
Bzl> 2 --bn^>v;K Br-Z. t -•/f-Zl'fc ^**fflv»P> ^l4 0 

-2, 3, 6 - h V DNP. ^V^**^^ 

% Bum. Boc. Trt> Fmo c4^IV»?>*l4o 
[0 0 17] 

4f 5 _pj^nn7x7-;K 2, 4-^fn7x/-K '>T/^f^ 
T;V3-;K ;^xfn7x;-;K HONB. N- 1: Kn^^^ h\ N 
-tFn^v'7^Hn\ HOBt) tox^f)!'] & ^**fflv*t,*L*o Htf* 

timm<o*& (»«) **kb-ci*. pd-m*&v»»±pd-#*4 
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or~4 o'ccozas-e^ff^^tt^,^ m®Mfc&\<*xi*, t-v-;k 

7^fK, 1, 4 -y* >5?f*-^ 1, 2 -x^ >yf J; ^ 

Tfflv^tL^> 2, 4 - ^^ h n 7 x-;viiif 1 7 x ; - ^It i 

[0 0 18] 
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[0 0 19] 

®M. Bodanszky ££1^ M.A. Ondettk K"»t'>^ (Peptide Synthe 

sis), Interscience Publishers, New York (1966*?) 

©SchroederiS J; ^luebke, V • ^7"^ K(The Peptide), Academic Press, New 
York (196530 

®&mm%:WL, s*-??- v&j&<DM%£tnm, %mm (197530 

®&mtiaW ^-ft^Hifclg^ i> * >v^K<^ffc^iv, 205. ( 

197730 

(D^js^im^ mmm&<7>m%, mum, ^y^F-^ jajh#je 
cttt^-t^i^u m^"e^«btL3t^t±, <&&<^&&&w±-€-*l 

[0 0 2 0] 

tfv^&a &<£>-T?&o-C*> iv^ 0 ^KliDNAt^^o DN A £ tTJ±> 
yADNA, ^ADNA7^5'J- mTffi L/tUBJft • &2&fi*<7> c D N A, 
flrfBLfcSHUlfe • M^cDNA^^^V -> AW-f ti"?i> 
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totalRNAt7fe«mRNA®^*PISiL^^O«rfflV^Tlfi^ Reverse Transcri 
ptase Polymerase Chain Reaction (J£TF> RT-PCRfetB&M^>) 

2T^$tt^,m*@S^!J*^i-^DNA. ££f±@a?iJ#-s|- : 2-tr^^tt^>m 

, mils L^@e?ij#-^ : i -e^s r ^ j mw.n zsm-rz ? t mms 

-C* $ tt 3 Jfia6E3rlJ & 1" & D N A & if rt^lf G> *l & 0 
[0 0 2 1] 

0 «F t L < tilt 6 0 %ELt. $M:tiL<ttll70 %J^±> i »> fif * 

L < lift 8 0 %JiLt> Wfcflf * L < lift 9 0 %£JLt, **>$f * L < It® 9 5 
±*>ffiffltt**r* &*2£K?!l & D N A £ ^ffl v> £> 0 

(3\ *l/^rjL7- • ^D-^>^ (Molecular Cloning) 2nd (J. Sambrook et 
al., Cold Spring Harbor Lab. Press, 1989) te&WWjJ&tkZKm.vXff* 3 ) 

A^F'jyyx^K^li, tfOxJf, H; *AiftjK**ift 1 9-4 0m 
NU $f £ 1 < 1 9 ~ 2 0 mMT\ mg&m 5 0 ~ 7 0 "C, #* L < tt» 6 .0 
-65 TCO^ftt^-fo #K> ^ > U ^ Aji» ? ^J 1 9 mMXUm&fo 6 5 ICO 
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[0 0 2 2] 

^Si(Dt^oTU^ y/ADNA, y;ADNA7^f/7'J- lit 

iBL^«Bjfe • ®m&*<7) c dna, mmLtzmm • mm^<o c dna?^^ 

2^$tL*ffi3feE^J*^-f*DNAO--aJ^«r^r-r«>DNA, ifcli 
*W?*5t&3 - K"t" *DN AO-^*^t SDNA^ if tL^> 0 

[0 0 2 3] 

NAO^n<--v^*5il^^<om^tci3V»-cti. itL^^^^I&^O^ w< 
LTti. ^H^^^^f^^-Kf-SM^JW-M^tt^^DNA 

Kii^DNA^fflv^^LfciOt^^yj ^"f €-yayt:±o 

^ — . ^n — (Molecular Cloning) 2nd (J. Sambrook et al., Cold Sp 

ring Harbor Lab. Press, 1989) Kmm^m^ tlz^X^") 
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DHA<Dl&mmi\<vmm*, PCR> fi»0*7K 08x.*f, Mutant-super 
Express Km (SM^t OHO ) , Mutan™-K (SSj£ (#) ) ^*ffi^t> ODA-LA 
PCRfe, Gapped duplex^, Kunkel&#?) g#<2r£Q<^&&& v^i^ttt, 

ti^oiDNAIW5' 5ld&fl!lfcHlRK!$S=i K^fcLtWATGitU * 
£3' *SHBHctia^jh3 .KVi: U©TAA, TG At £teTAG£^LT 

3-Ki"*DNA)6^B»i:i-*DNA»fJt«:§J0tiiU (*) t£DNABlfJf£ 
[0 0 2 4] 

^^^-tUli, ^IIS^O^^^ K (W, pBR322, pBR32 
5, pUC 1 2, pUC 13) . ttflfi*©^^5 K (#!k pUB 1 1 0, 
pTP 5, pCl 9 4) > m^&&77X< V (^J> P SHI 9, p SH 1 5) 

, /^aU^ Ml-)>f ^fc^Ojife, p A 1-1 In pXTK p 

Rc/CMV, pRc/RSV, pcDNAI/Neo^»^Wo 

fit Ltfflv^Jl^i, SR«yn*-^-, SV4 07 P D*-^-, LTR 

Ztib<D7 CMV (iM b jrftfn^xOV*) 7n*-*-. S R « 

m®E# 2004-3003932 
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rpynt^-, lac^nt-^-, recA^nt-^, APl^d* 

fc&W-a^ SPOl/n^^-, SP02^n-t-^-, peaP^- 
!t±^#-e^^,^^^ PH05^n^-^-, PGK:/n^* 
GAP ynt-^ — n ADH^n^-^-^W^l^o ^^ftAflBlfe 

o 

[0 0 2 5] 

V4 0 o r i 4^*^Uv»4 4©tiv^ik#-C 

%h Q IH-7-*-hLT(i, ix.tt ytFnit«f (JSTF. dhf r 
fc**;-*-*******) Mv>v**-> (MTX) > rvtv 

U^HIEU*^ Amp r t»lttS»^*4) > ***^>f 

(&T\ Ne o r fc^-f*^****^ G4 1 8»14) ^W^*L& 0 
dh f r mfc^tl^^-~^^**-»£^ v ^d h f rtfi? 

* w^- * - 1 ltwbi-***, s water**- 5 £ 

^*flJ^ti)ni-^o fli#xi/x'J t7lft*5f^ PhoA • S/^/HB 
#k OmpA • v^;VSE?iJ&^ 5 \ ^**/^^^JR«-C*>S*^-i±. «-T3 

s^wu mf a • sue 2 • z/ri-fl'Wffl&z. m^mmwk 

^**-*ffiv*T\ ^KIKtfe#*»£*r&£fc#-e£*o 
[0 0 2 6] 

HJSE# 2004-3003932 
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iyiijt rmM(0^m t LT5i> #1 £ if> x^x'JtT • 3^ (Escher ic 
hia coli) Kl 2 • DH 1 (^ny-^V^X • • ¥ • ^va^V • T^f 
^— . . juvv-f X • ir"f - *F • Jt— 3L7,JL— (Proc. Natl. Acad. Sc 
i. USA) , 6 0t, 1 6 0 (1 9 6 8)], J Ml 0 3 [* * W * • Tv*X 
. (Nucleic Acids Research) , 9%, 309(1981)], JA22 

j (-r;^ — ^;!, . . ^EU^^-y — • $-ui/ — (Journal of Molecular B 
iology) , 1 2 0^, 5 1 7 (1 9 7 8)], HB 1 0 1 [v>-:^V • ' * 
. ;^tnj;-, 4 1t, 459(196 9)] , C600 [vx^f 
-fy** (Genetics) , 3 9t, 4 4 0 (1 9 5 4)] fcWfflv>e>*L& 0 

LTJi> #!);U2\ ^;VX -9-^;VX (Bacillus subtilis 
) MI 1 1 4 Cv->, 2 4%, 2 5 5 (1 9 8 3)], 2 0 7-2 1 * 
)V • ^-y • < * MJ — (Journal of Biochemistry) , 9 5t, 8 7(1 

9 8 4)] ^if^fflv^tt^o 

#11 £ •fl-yj&nv'f-fe;* -b ^ (Saccharomyces cere 
visiae) AH2 2, AH 2 2 R — , NA87-11A, DKD-5D, 2 0B- 
1 2 „ yy't y fi n -tr.* (Schizosaccharomyces pombe) N C Y C 

1913, NCYC 2 0 3 6, bf^rT /Uh'J^ (Pichia pastoris) KM 7 
1 WfflV^tL^o 
[0 0 2 7] 

m&mmtLxi±, mutf, ^^^acnpvo^ 

3M*4fctt (Spodoptera frugiperda cell ; S ffflm) . Trichoplusia ni<0* 
ifif^MG l$Mfe> Trichoplusia ni<7>M*<7>High Five™*ffiJj^ Mamestra b 
rassicaeft*Olffllj&*fet±Estigmena acreaft*0«BI&*^**fflv»c>tL*o ^ 
M^BmNPV^tt, Ifi^tiH (Bombyx mori N fflM BmNtt 

) bt^m^btiZo ms fiistuii, s f 9mm (atcc crli7ii 

) , S f 2 1« (£Lh> Vaughn, J.L. -f V • # (In Vivo) ,13, 213- 
217, (1977) ) & v> f> 0 
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(Nature) , 3 1 5i, 5 9 2 (1 9 8 5)] o 

W)mmffi.tVTte, m*.\i. t;«COS-7, Vero, ^-f~-X^ 

Ax^-acHo (j^t. cuommtw&m) , ah f ra^r^**-**- 

-XM^^-«CHO CHO (dhf r~) M^B&fB) , 

LM&, v^^u-^tt, 7^XATDC5ffl, 

• tvat^ • T j}'7*<~ • *f • t'fiVvMX • if • ^.-J-XJi- ( 
Proc. Natl. Acad. Sci. USA) , 6 9t, 2 1 1 0 (1 9 7 2)^v-> (Gene) 
, 17t, 1 0 7 (1 9 8 2)%^:£*«^tff4U 
[0 0 2 81 

;V • yi^f-f (Molecular & General Genetics) , 1 6 8i, 1 1 1 ( 

1 9 7 9)4^IBH^^oTff4Ui:^i*o 

0-S&3£RJEtfe?" &Kl±% Wx.\S* * V ?X • ^ > • JiVif* tnV- (Meth 
ods in Enzymology) , 19 4t, 1 8 2- 1 8 7 (1 9 9 1) , ^y-y> 
• • if • tvat^V • 7*f5- • • iM J.>S"f X • if • 

a-xw- (Proc. Natl. Acad. Sci. USA) , 7 5t, 1 9 2 9 (1 9 7 8) 

o/Technology) ,6, 47-55(1988) & £fcIE«W>;frftfcf£o Tfr* 3 - *> 

o 

fn-JK 2 6 3-2 6 7 (1 9 9 5) (^ttS&fr) . ?4 n (Virolo 
gy) , 52^, 4 5 6(1 9 7 3)fcfa*tf>;fr&Kfi£oT?rfc-9 ^^iSo 

tbliE# 2004-3003932 
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^<-v: 23/ 



N 0Ox.tf. ^n-^, ■7 r **b i ;>. TTi&ttiRa^ ->3*fc£\ a^iBfc LT 
[0 0 2 9] 

ym^trM9^ C^9- (Miller) , >>>-^;V • ^ • 7,^) * >y 
. yf y . c^u^-j-?— - V z-7h7~ -i y 7 7s (Journal of Experiments in Molecu 

lar Genetics) , 4 3 1 -4 3 3, Cold Spring Harbor Laboratory, New York 
1 9 7 2] iffLv\ ZZKM^KSl *) 7 P n^-?-£$j^J: 

fi^xvx'J 7**<0**\ *&*t±«1ilr& 15-43 r-e&J 3 ~ 2 4 B#F«3 

(Burkholder) ft/J^ife CBostian, K. L. ^ni/-V^X-t 
■/ . -if • tvat^ • 7*7*5 - • *? • t'fi'/WX • *y • if • ^.-ji* 

(Proc. Natl. Acad. Sci. USA) , 7 7t, 4 5 0 5 (1 9 8 0)) ^0.5 
%#^y^£^r1-&SD*S:ft!L [Bitter, G. A. £>> -?ui/-*JvyX - *7 
• -f • tvatJi' • 7 #7*5- - t^fxyWX • -9 s • ^~ x ^ x 
- (Proc. Natl. Acad. Sci. USA) , 8 1%, 5 3 3 0 (1 9 8 4) ) ^ 
&f£>*L& 0 WpHI^5~8 KHg-f&OrisfcFt lv> 0 2 Or 

mSE# 2004-3003932 



#M 2002-373144 



ace's Insect Medium (Grace, T.C.C., (Nature) ,195,788(1962)) 

3 ~ 5 era*? &v>> &&\zmzrmfs.*ffl&*nnx.&o 

~2 0%<D^^Ikm^tfMEW%m t4Hx->X (Science) , 1 2 2#, 
5 0 1 (1 9 5 2)] , DMEM^Sfe (^nny- (Virology) , 8%, 3 9 6 
(1 9 5 9)), RPMI 1 6 4 0i#Afe Cv>-^^ • *:/ • *T • V * > • 
p« T*^ # ;V • 7Vyx-v 3 > (Hie Journal of the American Medical Associ 
ation) 19 9%, 5 1 9 (1 9 6 7)3, 199^1 (^ny-y>^ • t7' • 
. ^•f-r • *7 * — • -9 s • /^tn^JdA' • ^t-V X> (Proceeding of 

the Society for the Biological Medicine) , 7 3i, 1(1950)3 
m^bti&o pHI^6~8t*^^JU^o Jt**±3i#«j3 0r~ 4 Ot: 

[0 0 3 0] 

x-i o o™%¥<Dwmm&ni> s '£*frx^xi> x^o 



ffiiE# 2004-30039 
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^-v>: 25/ 



[0 0 3 1] 
[0 0 3 2] 

«tmL«f -mart * - 1 § & o 

O J i7 u - 1- )V$m<DVm') 

UiiE# 2004-3003932 
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^-v*: 26/ 



^ttg^^v^iS^ ^WiMtti>^^ft^ 0 JSt^'U^xmfcM&m* 
4UUv», ^#{±ii#2~6il^lCll5l-fo> H-2-1 0@®JKff^*o 

* ^ t>et#iiwtB* h tifzmfa*mn LWc^m<o 2-50 &kimr 

* St t^LjflLfll t ttz<D% „ L tzWiffim<Dfe&Zmfei- %> 

ztK£*)ft% :> )ZbtfXS2>o M&WtmiWLftW-fife, lilt / r~y-t< 
)VX?4 XD-fite 1*4 fr- (Nature). 256. 495 (1975)] fcfifcv^Jtl- * £ 

t^ t ^ o m^mmtLxit, w*-&. ^-jifv^^p-^ (peg) 

[0 0 3 3] 

#§t)iI*fflJ&£LTte. fUxJf. NS-1> P3UK SP2/0, AP-1& 
^O^tfrtJO#fiM»ri s Wk *L&#\ P 3 U 1 * L < fflv^tt^o ffl 

v^tt^^a^fflfli (B«M) »fc*«MtiWflgL»cfco«F* uv*j»l± l : l 
~2 0 : lSSt^f), PEG (»t L< fiPEG 1 000-PEG6000) 

a*i o~8 o%3g«o»!E-e«in$tL, 2 0-4 or. £f£ t<«3 o~3 7°c 
"Ci~i o#IBH y*^- Y1r2>zbK£ <«M-£-£ldifet?§&o 



ti5iE# 2004-3003932 



Sfcm 2002-37 3144 



M®$sM*?wm% t*xmm l £ * > k £ in £ > @*i Liz*;?*--? 
teozt^x^Zo if hat r^ytrA ?-^» 

1-2 0%, S?£ L-<(±1 0-2 0%O^^JfiLV#^^-t>RPMI 16 
4 0tl> 1~1 0%04 1 lfeJBJflL»*^G I T^Jfe (*) ) & 

av^^^u k— 7^#ffittTt^«i (sfm-1 o i, B?mm m ) & 

^fcJB^fcifc^-C&fco il#2 0~4 0 < C, »^L<{±^371C 

XhZ> 0 *g#B#^i*. iI1ir5B~3jIIHL »4 L<tiiaa^~2 3l^t?**o m 

[0 0 3 4] 

(b) ^ey ^n-^;v^#<DfflM 

DEAE) jB«'t«, tftHC^ 

mSE# 2004-30039 
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^-v : 28/ 



3i#^2~63i4Eiciiii-ro, h-^j3~i omeftff^fetL^o 

[0 0 3 5] 

*&WXm^ btiZ>*>^?WtJz \m$"< Kt3-WDNA (JTF 



ffi®E# 2004-3003932 



mm 2002-373144 



^-v : 29/ 



*$&H©DNAfc««K:«»ttfcraE^fcl4, *»9§«>DNAfc 
*B$tfj&i£&gE?iJ (1" *ISWODNAO*ti) ©^aU6EyiJ**^»± 

«««aHEW t» 7 0 %JSLh, »4L< 14& 8 0 %JSLL, i *) *Ft U < fiti 9 0 
%JBLt, b< i4#t>9 5%&±Offirate*^"&^E^J*tt^f 

L < li**J 9 5 %JSUiOffiratt«r^"t* 7 >"f"t ^**°'J * * l'**" ( 
n) R N a s eHl3J:^>RNA^^tfi]1-^7>^-t>^^ 0i ;^^V^^K^ 

. U* L<\±ms 0%JBLt. L<l4&9 0%&±. ft*$f £ L< »4ft9 

o 

o-«^4^r-rs7v^-fe>^^y^^^*^-^ #*t<«4«^^ E?i)#-f- 

: 2*fc»4EW§-: 3-C**>$*t&OafEy9***"t*DNAO**EWi-ffl 
ttfc8UfeE?!U tfcl«.^-«^«r*i-&7>^*v^#y^^V*^K U 1 ? 
$ftL<{4, E#HH§-: 2trt:f4EW3-: 3 *b 3 *l****E?!I 
D N A <^m^E^J fcffi* & «SE^I, 4 « * **r*-*T>*-tev*# 

rvf-b^^'J^^ Vtf Klilf> 10-4 0ffl©J9U U<t41 5- 



ffiiE# 2004-3003932 
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: 30/ 



# : 2 -e&fc $ & d n a fc/W rv^xnt o-cfctu* 

[0 0 3 6] 

$ SJt^i 1 ^ R N A i: ^ W ~?V ^Xnit^ti, IRNA^I 

tz i±mm & § & #n & & v> j±2m§ik <o*y/*9 smir n a t 

<D^m.^mw •mw-t&<ofc%m-e$>t). ttzmM.% t^ftmzfzimm^m 
-efc&o fflM r*tjfr**j k»i. at^f-sr-a-afc** xmrntizte 

Wf-K, MSe^Jt J: ^ 1 ^ ^f^' X#l&tZ>\ k«> * * ^ 
SCOTS /t^if^UTV^o ^V^RAt^^S' »^TtT>;V-^ 5 
>\ ^W^J(3-F*«, ORFiPRM:^ KV> 3' flNHMRfftt. 3' » 



tBSE# 2004-3003932 
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^— s> : 31/ 



'J UTV^S #V * * K> D - V LTV** * 'J ^ 

zvir'i-Y^ y v > £ fc t± e y ^ v > mo n-^pv k-c & £ -eonfco * ^ 

£-&^^&-?-£Mfe<£>* 01 ;^- OtlU i^'J-7-tiDNA^RNA^i:|,{U$ 

^r1"&) teF&mfbtL&o tfrh\$, 2$«DNA, l^HDNA, 2^il 
RN A> l^jftRNA, DNA:RNAM7 ,| j7K^ofU<^ £ h 

£*l£%o> ^!ix.(^^s t -e^i^tt^m<7)*^ 4>o, ^-Y^oftv^ko 

^^fiJi^fJK *^*^7 5f-h> #;W*;*- £ 

^o^, m#£^&^2/c«sr#^a- (flu ***n*-*.x-K * 

V *J if) *m (tfO> -9" y * 9 W Kfc 2?) * £<Dmm.&*&LX\'*2> & <D 
s >f>^-*V>Mt^» T^'Jy'A V7Vy^^) £J|o&<£>, *V 



ffiSE# 2004-3003932 
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^-v : 32/ 



^<D7>f-b>^*°'J^^Vif RNA. DNA* tzit^M^fltz 

mm (rna. d n a) x$>% 0 mnztitzmMvy&fcwt lx\$, mm^n 

FO^teS: X y)/hZ%i><D\iZir2> 0 J: ? fflxJiTharm Tech Japan 

, 8S, 247K^/^{i395K, 19923^ Ant i sense Research and Applications, CR 
C Press, 1993^fc*r-e&#K«££*L-rv»&o 

;*_K 3-;i/gfcfcif) &m?bfl%> 0 :H/H^ ^m^>3' j&tfe»±5 

U7t^»^»^^*t^gyfe<^«»**^feif ?>tL&^ -etui 

ftUW 2004-3003932 



mm 2002-373144 



33/ 



[0 0 3 7] 
[0 0 3 8] 

9 % <d & ia#-r & -fb^-tf *> t < it -e <d&. t tz <n> * > / < * n ^n-r %> 
mfc*&%'?2>Bmte> mint, ($u -km**^ ilt&*a» u^a^ tfrsja. 
-km*/*, firmtf/o, mm*A^ mm*A^ mist^A^ 
mm*/*. f» s A, mm**/*, mmm, nmmm*z) o^m- 

• nam. r*° Y-isxwm*** Lx&m-t* 

[0 0 3 9] 

21)^36^, &jt**A,. ff^A^ JR» ? A,> Eit^A/. JPMft^A,. *#A^ 

^ ^^a^ m^a,. wmw*^ mmm, jtmrnm*?) <o=f 

^m-femmtLxmmirzzt&x'Z&o tit, r^y-^^mmmtLx^ 



ffigE# 2004-3003932 
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^-v : 34/ 



0Ox.tf. (i) $»r^^f«^r^f^W 

BHH©14^ (ii) ^iO^ V >>f ^ 

± | e ^^i;-->^^lCi3V>T{±. 01 x. I* (0 ^ (ii) OSteKfc^T, 
fcX h >^ f ^3HS^Sf itt* flJx.tfScience> 298^> 1039 

%> o 

v - a ^ ti * x > >H3o y ^ y wj&mtm # v k * as $ */s 
t^t, (ii) ®^w<^^>^°^K-EEDm^#> ®*r)\sm*ti&mmtoi>fc 

*KJ6tt, **fc««M»ttfr3. MtfOSfk SDS-PAGE^t*io-C 



tbSE# 2004-3003932 
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^-v : 35/ 



„ ^-V rfja* V*y-At;fc«±fc;* h>H3<oy v>27^S@fi^J£^1-&* 0 y^:/ 

tzs-rry txhv^w^S, tv^^wtv-Ai 

(i') ®#|£§l?<a* W^®-EED^-#k (DS-TtV y;V-L-^ft- 
>i3«fcWDt:;2. h >^ wc^jf, 3*y ? V*v-A4/SJ4ls^ h >H3<^U v 
>27JS&Iim^a#y^:/^K£&&3*fc#^fc. (ii') 
* R-EEDtS-B^ ©S-TxV y;V-L-^ f-*->:j3 £ IfCDfc * b > * ys*? 
*y l/*y-A3fct±^X h >H3^y ^^JMSe^J^^&^y^T^- 

Mt) y v>^*^ ^J£{iWistoneH3 (dimethyl/trimethyl lysine 27) #t 

v^i^t^hv^w^^ *y utv-AZtzlttx b>H3tf>y v 
>27M!SiB^J*^-r^^ 0i ;^^K*aS^^^t > (ii") 
>/n'^K-EED^#:> (DS-TxV >-;V-L-^ tf(D^^ h 

% „ t'J^^Vty-A^dit^h >H30 U >27^aifi^!l & & *° y ^ 

^Whn^f'j- (flk TOF-MS&£f£ffiV>&) i fc± «9 > >^ 

ffilE# 2004-3003932 
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^-v : 36/ 



#S&lB<0*>><*R*£&1~*&:fc*^*fflJ&fc LTtt, 0flx.l^ lu^bfc 

£ 0£®3£&#O sWBv>**l«. titUit COS7«, CHO 

fflflSL H E K 2 9 3 tt* if Oft WM^t L < lb tLS e 

jfcffc£*. IMPfe**, »»ffif> ttttttfflfc ttWttJWffiiKft^* 1 *^^ 
$v%> o 

#!xj£. -LIS (ii) <D&&K&V&KXY>*Tfrm&®&f&1$&&±& (i 
) ©JfrfrfcJfc^T. »2 0%Jft±* ff4L<l±3 0%JBLt. t»)Jftl<ttft5 
0 % BLtKt^ * * * WWMHItr t*»W«)^^^*«)Stt*fi*t* msm t 
LT, ±IB (ii) 0*^H**t*li^ > V^/uaMgWatfStt^-tiB (0 ^ 
♦frfcJKT, & 2 0 %J^-L> tftL<ti30 %JBLh, X 0»4 L < ttft 5 0 % 

[0 0 4 0] 

^^(D^m^^nir^fzib^^ism^Mm, mx.&* (flu ^* 
a**,. «fflft#A^ Jtaw*^ w*^ raw**, im*»a^ 

nm&A>. wa<> »wa>. =fwa^ mm^, wtmtfA>* wm&A» « 



ffigE# 2004-3003932 
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i-V : 37/ 



e>a«rtLfcfls^»^**« tMtt^t^tti, ircLfc*3Wi©*v/*-F«> 

[0 0 4 1] 

tfcl±* ^A, (0!U *»**^ SWA/* 07& s A/> tfr£Ifc**A^ 
JCit#^ II l**^ »J»*»^ W* 1 

^ mut^, Ml^ KM*, ttll^) o^K-f&«5W 

^?';-->^ttfcUli, (iii) *&m<Z>*>'*9M*M&-'*Ztfct}* 
*1-*ltt***Lfc»*^ (iv) WMb*»«*rF, *»W"Cfflv^*L& 

±lB#8;fc*5V*T, (iii) k (iv) 0^tCi3»t&. fHBaM5?-«>fE» ( 

o 

ffifiE# 2004-3003932 



#M 2002-373144 



■fyj-v-tLxw&m^: 2 t^tt^-o— «*^ri-«*ai*fliv^pcRtfe 

fljx-lf, JtfB (iv) O^icistt&at^f&m**^ -tIB (iii) 
-<"C, & 2 0 %JaUi> #i b < 14 3 0 %^_L> J: 0 IK* L < lift 5 0 %«U:li 

^frat, ±ia (iv) o^k*****© 1 ?^***, ±jb (iii) 

J£^T. 1)2 0 %&±, 0$K(i3O %J2LL, iO»iL<tt»50 %J2Lh± 

%> \\&m tvx msar sifcm^o 

[0 0 4 2] 

Ktelfc-g-^U ffci^jttk «Wlffi$u «M&#!ttti0U 

Jji^/U ift&m^A^ £ita*A» S* s /U JFFIHW*^ ttlHW*^ 1?** 

jb£» ? A/> =f--g&^ vm#A^ mmm, 



miE# 2004-30039 
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^-v : 39/ 



[0 0 4 3] 

mmi*mm&*m. &rmm, s&ti&m. ttrtfflHau &mi&m, mm 

#1; y;v^— h 8 0^ HCO-50 (polyoxyethylene (5 Omol) adduct 
of hydrogenated castor oil) ) fc^fctffflLT J:v\, ffttti&fc LT^i, #1 

[0 0 4 4] 

2004-3003932 



#12002-373 144 ^-v ! 

*i?tL<nism¥-&w&mtz i)B#5-5oomg> t*> t>tfmtnx~\* 5 ~ 1 0 

0 m g > -e-^^&^^J^-eti I0~250mg <D±%m>fetf^ ZtLX^Z Z ttf 

^M.mm (^jx.^> 7^, ^^^> ^ 
^k^t^{i-e^^ois:-^s:«> -eofpffl, M^m^ ifc-^ttiiu iS:-^- 

O««r#b0. 1~1 0 Omg. ft* L<tiftl. 0~50mg, £ W£ L < t± 

ttz\t^(D^^mn<OW^m.^K (#:I6 0kgfcU) ic^f^,^, 
-0Ko§^t^f fcfi-e<Di&£&0. 0 1~3 0mg3§E> Sf£L<fi^0 
. l~2 0mgtE, L<<*&)0. 1 - 1 0 m g^Jg^r^^^^ 

^775K, ^7tX77U\ 7-AXf>, ^;V**3>^) . 

-f^/ufS/V, 7*Vt"7^», ^yn^/f^y, TPf-s^^ i/>^) , 



mSE# 2004-30039 
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^-v! 41/ 



mtm&A,m<o*terMi* j&i*, 

[0 0 4 5] 

( i i) fc S#± CTfcft L fc*5MI«>*WW5 * iWWt £ *tfc*IW! *>8U 

o 

_tffi (ii) <&5&K5fcfc*v>-C«\ -^Ottflc^f&WO^V^^ftONaiW* 
[0 0 4 6] 



ffifiEi& 2004-3003932 
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^-v: 42/ 



fe$-=?-Z<Di><D*m\<*Xi> *<U Vifcfr+<D¥(ab')2 ^ Fab' 3 fciiFab® 

tUf, ^-f*t©«3feffi*fflv*T"bJ:v*o 0Ox.tf> ^7n> -f A 

7->3ftfcfe* (tfL Cy2, Cy3. Cy5, Cy5.5, Cy7 (7v->^A;Mtt'fi>' 
[0 0 4 7] 



mfE# 2004-3003932 
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^— s>: 43/ 



[0 0 4 8] 

o 

^kido*wuic(f) t, mfctm&^tz&mtm (b) k*»tt ( 

ttiSE# 2004-3003932 
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^-v> : 44/ 



[0 0 4 9] 

»]tev*j (M2M) m^mm, bs*d5 7^imt) . ww^mhm mm?nM 

mH&l (mm (m^m^ HS^D6 2#5Mt) . TMethods in ENZYMOLOGYJ 
Vol. 70 (Immunochemical Techniques (Part A)). Vol. 73(Immunochemica 

1 Techniques (Part B)K R# Vol. 74 (Immunochemical Techniques (Part Q) 
„ Vol. 84 (Immunochemical Techniques (Part DlSelected Immunoassays)) 

„ Vol. 92 (Immunochemical Techniques (Part E:Monoclonal Antibodies a 



nd General Immunoassay Methods)). Vol. 121 (Immunochemical Techniqu 

es(Part I :Hybridoma Technology and Monoclonal Antibodies)) (J^Lt. TiJT 

mm*/*, mm**/*. rmw*^ ^a**^ *fmrt ? A^ 



miiE# 2004-3003932 



#M 2002-373144 ^- S> I 45/ 



[0 0 5 0] 

(3) fcittmmm 

rESifnjfi^ (fflilf, 7?h, Wi?* 79 

. >f*. f-v/fv K£lt&^f§^?>* 

^*StJE** & ^ &3»BT^> iDNAi/climRNA <7>if * V* 

^yi; ^^^f-va >^PCR-SSCP& (Genomics, f&5#, 874-879K, 19893^ P 
roceedings of the National Academy of Sciences of the United States of A 
merica, H86^, 2766~2770Jt, 1989^) & h?\Z X %M~t%> ^ ^ ^ & o 

*L£*§£-^PCR-SSCP&ac H 1) DNA^)«I«$M^, 0Jx.tfj&*A, 

iEaw*/„ fl*» s /^ w**^ =^w^ ffim^A,. ewwa,. # 

[0 0 5 1] 

(4) ry^^yxtfv z vz^ir&Mm 



ttiiE# 2004-3003932 
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itsm**^ -km*A^ »*»^ jffh»^ im* 1 ^ w**^ 
^^/u nwA,, pw^ mm^ juiii^ «> 

fcteffifLlil^ (flU 5? K 7*. f'A 

1 1 , H 12 «> T V f - -fe > * * 9 V * + F £ JIMtt 4 fc »* 1 J ** V - A ft £ <D 

i7 vf -bv^^'J ^ ^ Vtf K^4f li> fcTCM&SU ifc^fcttk 

***'J**l/*^K£&^1-&^£\ -HBlWKJ&A (#!6 0kg) K*5V>Ttt 
% -HUoiiTVf-b^^^'^^^^^ Kfcl&O. 1~10 0mgt4t^» 

o 



miE#2 004-30039 



JftK 2002-373144 



^-v I 47/ 



^RNAW- SRfc-gqrrS— fi&RNA. *3&W^^>^^R«r=i- KtSRN 

^. fflr^A/, M£» s a^ Asta*/^ urn**//. iEa**^ » 

HW*>^ jsifca*^ t-^a,. *Wfc& s ^ ¥M^A,> BWW*^ 

-milRNAfi, $&HDUm («> Nature, 411#, 494JC, 2001^) fcifctT 
VWAIi, <2r^n^& (#!k TRENDS in Molecular Medicine, 7^, 221H 

, 200130 t:$i:t, tt&w<D#v x?is*rv<DWffli:mzmtLxm£r& 

£n- K-fSRNAO— apt Ltlt &»<0 #f >f A |: i o "CM$ i^** 
»W©RNA±o»lf»ffi»:i!r»lfc»fl' (RNABfM*) tf 5 W*>*i^o 

o 

[0 0 5 2] 

(5) *|&^OfiL#:*^-r&^l 

Hm**^ mm&A>* jbi» s a» ^a*^ «miw*a„ 



mSE# 2004-3003932 
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MtLx, ztzimmzmmnmmmj&yotLT^ mttntmoMta (flu 9 

„ K ^-9-ip % nyy, ?**\ ^v. 4*. -^vfc*?) K**LTigPW£ 
fc»*#eott (0K s#at±> ****** 

^•^B&^^tw^ffli-i^ictt. ^ci&wo^* naifcu-c, auto. 

0 1-2 Omg/kg#Si)l> ^KliO. 1-1 0mg/kg#m*lE> 
$f,i:|ftL<liO. l~5mg/k gfaMMfe*, 1 0 1 ~ 5 HtflE. 0£ L 

<«i b i~30@E> «#i-&o**jfr»^T?fc*o ^o^«PS#^i^n 

[0 0 5 3] 

(6) r^^b>^^3i^#*«ttlia*ftffl«r*-t-*fl:#**^*4 
»*a,> M^/u B£» ? /u i^ s a,> »tta*A^ t-w^a,, tt&a*^ 



HdiE# 2004-30039 



!&m. 2002-373144 



^-v: 49/ 



. irhhw*^ urna*^ ■p?**/^ BWt&A,, w^, *tm^A,. ¥ 

[0 0 5 4] 

(7) DNAifSl^ 

*1»5fcttDNAfcBfrSB1-*) ££:&-£<^MDNA (*H^<7)Mttf#DNAt 
B&IB1- * »^3&*ab & ) £3Tt m%W)W fcittft-t & o 

(1) *|&W«0^*ttDNAi^:tt^-O3E*DNAS:^r-r*^t UMLIMlK 

(2) MttflJ&flfc^yflWftWtf*** (1)IB3|R^»%> 

(3) ^y®i&« s ^*;§: fcli?? b-C^)^^ (2) SftftOi&tu fcitf 

(4) ^^O^ttDNA^Ttii-5-O^DNA^WU lffi?LMm&v>T 

^ 7^n^^x^y3>S, At—jr* DEAE-n 

^>7^^i: 0 SWfc-tSDNASr^-rSifc^io-Cf^ttll-^ii:** 



ffiSE*& 2004-3003932 



mm 2002-373144 



^-v: 50/ 



ttz, mmtfm-mttrvmmm. tvww* m*.iz, ^tu, C5 7 

BL/6li, DBA2^r^\ £$t^ LT, B6C3Fim BDFi 
%m, B6D2Fim BALB/cm ICR^t') ttzity y Y ( 
#)£{£\ Wi s t a r, SDfc*f) 4WJU s o 

[0 0 5 5] 

#|&9!<^fMS:DNA£ti, =£t: mUUftl»*«*3MrU"Cv»*3|c»W«>DNA 

■e i± & < , v^o A.nm?LS*^^ <b Mm • m * tittsm <?> d n a £ i/> ? „ 

ilfDNAtLtlt if^i«r//^»^S$«DNA?:ti* 

^DNA^if^fflV^tu^o 
*«Wo^ttD N A »i, Mm i: -T fc H«* * ^ tt JW«> ^ 

NAW^^^JI^ itLkffi|W114^v^|§^^DNA?r^ri-^^i I i?LStl 
ft (#lxJ£> SiMr^ w-y K 7-;h, 



tt5ffiE# 2004-3003932 



#12002-373144 



^-v : 51/ 



<d d n a *-m$mt & d n pj&mffimm £fetbi-& - t are § & 0 

[0 0 5 6] 

x5- fe\ JfiL/J^S^ftH^yS, ^7f>Kl, KlO^iVlH, 3?- 

7AflM13:Hi\ ^l/-b7^-fn-»^rt-b* (— m~T i e 2 
) , tb'JyA^'J^AT^ v > 3 U >$Hfcl£St (Na, K — AT P a s e) 
„ -a~D70>>hii> ^ ^u^iM y I ££tM IA. ^^n-/n-r 
<< fe* >t If*-. MHC^7X I (H-2L) , H-ras. 

v^>\ Fw*:= ^WIR^**^-**? (TPO) > ^7° 

f- KilMSH^l a (E F — 1 a) , pT?7-y, a&XTfp 5 *v>mijL ^ 
^vVifggU&i^, ^y^^W^IC. fn^n7*'J>, Thy-1 
. ^n7'^, mm&U (VNP) , jflLffT^n^ KPn>*°-^>f> 
H^nD, Ma^vc, ¥ft^«T*^>> T'l^yn^v-Jr^T 1 ; >A, 

a* y 7° v y > =5r fc'o 7° n * - ^ - ^ f ^ffi v ^ ti ^ o ^T-^rni - 



ffilE#2 004-3003932 



&m 2002-373144 



a (E F — 1 a) (DZfU*-?-, li h 'J ^7^f>^D*-^- 

[0 0 5 7l 

<7)3' Tsjl fc5t*&1-££fc & Btofc «fc *9 TjTflfe-efc&o 

Hi, ML Ilf D N Ai3 J: ^flO ^ D N A 7 

^y^y-j; 19 ADNA^t**v»li- fflfc LT. SfcttffFWU fix ¥ 
IlfMA^RNAJ: V)tem<OUmz£ »)P»$*tfcffl1iDNA* 



j±lliE# 2004-30039 



mm 2002-373144 



v : 53/ 



d n a z&TzK&ni-z - k t«BLt, §dn Afi^ttife k trainr <z>$owm 

X Vffim<0&* ^MM KMEt" & J: "9 $ *l& o D N AlEfHfeOfl; 
ffilfc||jOK^Jft^*^T*l&W0^3MtDNA^a«»-#«^* - k »*> f^W 

f« & £ k * & o <^^*ttD N A Z&m^tz - O^^gj^O 

o 

[0 0 5 8] 

fUflS-r*ik*»^§*o #!!>U£> ^S&W^jEITDNAl^lM&fcJB^T. 

? w< ? @oi£jbn€#t £^1" & £ k * <b , <D?y*?m Kw&t & m&K 

tt-fttVS • WLlf. (flk JL*«A/. Jfflirt*^ 1u5lM ? 

^ £3fcj&*>U ffrt ? ^ fff» ? A^ JlfiaW*^> »R**A^ WA,. KJfife^A/. ^ 

mm*&> wim&A<> mw^ Bmm, MMmm**) <o=?m-%t 

tDNA *3c5fefc«*H- S £ k *fflHB ttfD N Afittftfttt k LTiiHr^WSft 



ffifiE# 2004-3003932 



2002-373144 



^- i? : 54/ 



#Mo£TKMt-T£ £ ? H^^tt^o DNAlSM^fmiil^K^M 
lci3^-C^:^<7)^#DNA^«-r^-r h«s fPffilfctfO?-»^-C^<7>K^ 

<DikT (:$^<OlfDNA^tt^o SAD N A ^^i|W|^^0M^lC#O^ 

[0 0 5 9] 

^(^ifDNA^t^^t: Vm%mmii, ^OifDNA^S 

w<7)? foii^itti^isfi t & & £ t 19 . ^(Dmw^T-nvm^a t 

f ?y/S?M<omtm.^ (dominant negativefpffl) Mt^^^h^So 

Htr^^^A^ jtsi^A,, i ^a,> jffbiw^ jum*^ mm^A^ w&a^ mm 

tfA,^ T-S^A/. ffimrt*A,> #» S A,> JKMflK Jfin&M&J:*) O 

o 



miiE# 2 004-3003932 
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: 55/ 



s tt d n a k i o s&si $ 7t mm * Mft-r zztizzz, <r> * 

[0 0 6 0] 

MTOf^fc ^Sr^ir. 3&km?>9 >^^KJcBKti'*^Jft^>BI*^^*P'<*i 

WW** 'gfrffimm K£*), mm. udn a^s^^odi#. $ tz 



ffiiE# 2004-3003932 



&m. 2002-373144 



56/ 



[0 0 6 1] 

(8) JvtTtf MMfe 

( 1 ) ^<ODNAMti^ *t^t h ni?LSI>^K^^ 

(2) ^DNA^V^-^-at^f 1 (#!k ^Ifi^jS-^^by^S 
^) ^At-SitCJ: ^iSfelkSttfcfjl (1) £SB«OE#*BW&, 

(3) ^tv^y^»tt1?fe4i (1) TO*OBE»«lfl&^ 

(4) MflWJ6»**^y1Wft«»-C*&* (1) ^ffi*tO&i$«, 

(5) (4) mt^<om&mm, 

( 6 ) ODNA #q^1*Mk $it/:IDN Af&5PF<£# > H&?UB#^ 

(7) iDNAm-^-«^ (#!k «lft*<0^-^7^fy^-4fjt 

A^i-^^n^-^-^^Ttr^mt^^^ (6) M«?Li&» 

( 8 ) Bi?LH)%^r y & * ( 6 ) £3B*ft<Z># t b «f*U&8K 

(9) y^fSit^^AT^^i (8) ^fB*0*t M«a»^ ^it/f 

do) $ (7) «sb«o»%^, lawk-frnriia^u v#-*-m&fr<o& 
i £ t± mf-t & ik-^ t tz it * <d&<d * ? v - - > * iitti- * o 

[0 0 6 2] 

tt*WWi-&^ *> L<tt«DNA#3-KLTV»*;*:!MB4>* W^f^ftt 
*HKttfc5fe£S*&£*:fc* *K D N A^SM ^ I<^)M 



tbfiE# 2004-3003932 



#12002-373144 



^-v : 57/ 



[0 0 6 3] 

*»WODNA^«tt^«*tfc*i:bl«ILIIi»K*«Uft (J^T> *«i©D 

) ^ cat (^DfA7x-3-^7-fefA'>9^7x9-'tflfe : f) Srft^ 
Wx.tf, po 1 yAtolv^^&^) £#AU ^^y'fe^-RNA 

^|&WODNA±**vM±^0)£^ODNAIB^J*^n-yt b^^^-T^ 

ry?4>y«9* -YfW: iz&m l o d n a o d n ass 

miE# 2004-3003932 
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58/ 



7 B L / 6 OPPtOiJ?^ ^ ^ D B A/ 2 t<D$mK£ «9&#L*:BDF i 
* (C57BL/6J:DBA/2fcOFi) fcfl§v*T*rS:L;fc<>«>ft 

KiDX-T. C5 7BL/6v->^5rtfi:#o<DT% £*L*JBV*T»e>*LfcE S 
*BJSl»i*lJR*^^ * * Life § . C57BL/6WM^^n^ 
•f&Zb "C* WIT* ^C57BL/6v^7i:fti^>ifc ^IBt?* & * 

Kfc^#££tt#<lti£o^£?Tft-? it**Sl4 t^ 0 
[0 0 6 4] 

n = 4 0-C*&*fflJfe) i:S^n-^>^t^)it^f t^ 0 



ifcSEJjf 2004-3003932 



&m 2002-373144 



: 59/ 



tf, S TOilf »i 0 ^li^7 'f - y-»-hf L I F (1-100 0 
OU/ml) #^T^m^^*^l*l (*f£t<f±. 5%^m^> 9 5%^ 

*gf*U a&ftB#K«±* fllx.*^ PJ^y>/EDTAiI GI#0.0 0 1~0. 
5%H;yv^/0. l~5mM EDTA. ff^KttSO. l%h'J7v>/ 
ImM EDTA) #kSK i I) Jg«lfcU $r*r KffiJ; L/S? - ^-fflft±*C 

J»t4^4^^^« iOi-9*«ftii> fit i~3Hi^^^ 

M«t»*tiitffWttti£ti:i"), Witt, rtWfo 

fc**BT^-e*«9 CM. J. Evans&tm. H. Kaufm 
an, *>f?-*- (Nature) H292%, 154H> 1981^ *, G. R. Martin ^y-f 

Proc. Natl. Acad. Sci. U.S.A.) ^78^> 7634K. 1981^ \ T. C. Doetschman 

fe% ^_^ ;v , . ^-y . xv^JtnV- • T> K • ^ • 

7tnyS £87^ 27J^ 198530 „ *^©E S*S:M$^C#P)tLl. 
[0 0 6 5] 

ffi TAbfe L T W« W * olfeS* * Jt«i" aifc^l^ iEIWft* t EBU i" & 

AK£ ^-^f-f >^^^-0$Hi<7)DNAW?Sttjb?tL^DNAE 

ffiiE# 2004-3003932 



#H 2002-373144 



: 60/ 



P C RftC i -5 MtliJ^t S i t #f l^o *t Mffia»«lK#«IJ!a«rfflv^ 
[0 0 6 6] 

i-y^r^t MillL^tcJfc^T, fc^ffipmtfex-fci: t)$Hi^DNAlt: 

ge£<&<&& *> o *mm-z> d K J: *) # <b o 

^fe<bD N AOfi^ri"*«iai<0»!fe«r^E-r * £ \Z X *) , mTO'fbD N A £ 

ffifiE#2 004-3003932 



SfcM 2002-373144 



s> : 61/ 



£ * *) > UflffiHfcD N A 4r*i" & *^f>f =T- b X tf^x 
[0 0 6 7] 

(8 a) *»fBODNAO^a«4^iSHt4^l)!KJtUii • ^EfrSb 

^ x ^ , ; _ - > # v > x m ^ tt h i&m otn a3^f^ t > mm* 
jfi-fk^. iiffluit, aw&wiffiisu mm%zw 

SiSE#2 004-3003932 



#0 2002-373144 



? : 62/ 



10 0 6 8] 

a,, jff»*^x msa*^ »m**^. w^a,. &titw/»> =f-w^ mm*^ 
wvmtfA^ mm* a*, mmm, mum**) KttLxmm • 



#inWttv>o UTtt, Mx.(f> #M»Bfe («x.tf, v> 

^jme^ **>7s)v*i'm* 'onyx*' tvyL&z&R 



mSE# 2004-3003932 



#® 2002-373144 



^- *J : 63/ 



ttmt?LS&» 5?K ^'^^ * 

0 k gtLt) (0?L76 s ^ft^lCi3V>Tii. — 0 t:o#Wfc^tt<& 0 . 1-10 
Omg, fttL<i±mi. 0-5 Omg, J: !)fflrt b < l±*> 1 . 0-2 OmgS 

JftfciffcioT ******* »ft^»«rfiE«*J«>^-ca*^A (60 k 

g LT) OfL^m^KtSt^**^ -0 (:oiij^ti^^ 0 . 0 1-3 
OmgilS>ffil<«ft0. l~20mglH, i^tKl^O. 1-1 

0 k gMJfc$fc**L;fc**i£#'r* &o 
[0 0 6 9] 

f^ijg o D N A 4 */n - * - <DmfflTX-§k$i LH4©^e,*i 



ffiiE# 2004-3003932 



mm. 2002-373144 



^-v: 64/ 



Y m?Uft»-e»±. ^ * -»^3W«9i O D N A K2tt & 7 n * - * - <D% 
RT^^&i - *^^ K"t&WK«»a* b V-*"** 

fyf-tW (1 a c Z) tf^Ltv^^ 

^t4. lot, 5-7*n^-4-^OD-3-^>K'J;v-^ 

(X-ga 1) ©J^fciB-tf?**^-*©***:* 

(PBS) -egfe^ X-ga 1 *-£tr!fefeirc. SItfctt3 7tft)S 
T% #5j3 O^Ll^^-t^ W^lmM E DTA/P B S 

»*lv*o tojWftfcuit, mum («*.«r, mm. v>m, 



tti|E# 2004-3003932 



mm. 2002-373144 



^-v>: 65/ 



[0 0 7 0] 

asta*^ s^a,. if» s A,> mz* s /». mm&A,. wa*^ mm^A^ 

wtl\*> ^?*> r*, * 

fc*jv>T*±, -Hi:oiit^i^0. l~100mg, ffSKIiil. 0 
-50mg, J:0»4b<«±Jfel. 0-2 0mgS4t*. ttPWKftW 

#0 x. t£ > o D N A * :/ n * - * - fi&te £ ffl.*i" & -ffc^ * &#t#J <D 
W^m^K (60kgtU) -s^^i^ 

Gmzmo. 0 1-3 OmgSJS. l?$l<^0. 1~2 OmgSE> i «9 » 

£HiE#2 004-3003932 



#M 2002-373144 



^-v* : 66/ 



[0 0 7 1] 

^HJ^»l'^V^T. T5/^fc^ B&^-T?^-r & IUPAC- 

I UB Commission on Biochemical Nomenclature l~ «fc 2>Wfc J %%>%> ^itMW.^ 



DNA 




c DNA 




A 


: rf-> 


T 




G 


: ^T-> 


C 


: yfy> 


RNA 


: y 


mRNA 




d ATP 




d TTP 




d GTP 


: ft*^r/*»H'J > 


dCTP 




ATP 
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67/ 



EDTA ;xf vy^rr/Ei^H 

s d s : Kfv ;v^m^- h v * a 

Gly :^'j->> 

Ala ! 77^> 

V a l : > 

Leu- I u-il/l/ 

lie MVn^fy> 

S e r I -b D > 
Thr 

C y s *. v^-r -f V 

Met : ff-%-V 

Glu : 5 >i 

Asp : TX'1?¥>Wt 

Lys : y 

Arg *. 

His : t^fr/ 

P h e : 7x^jV77-> 

Tyr :f-nw 

Trp : hV/f77> 

Pro :t"d';> 

Asn : TX/n°7^> 

Gin : ^ > 

pGlu 

Sec : , feW , >^f > f>' (selenocysteine) 



[0 0 7 2] 



mSE# 2004-3003932 
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^-v : 68/ 



Me : * 

E t : 

B u : f^f^Hk 

P h : 7x^jH 

xc :f77'Jy>-4 (R) -JJ^W? K36 

Tos : p -h;vx^;V7*^v 

CHO : ;v 

Bzl :^>^;v 

CI2-B2I : 2, 6-y^nn^>y> 

Bom :^>y>t^y^f^ 

Z *. 'Oy^t^v^^-^ 

Ci— z ; 2-^nn^>W*'>»^-^ 

Br-Z ". 2 -^o^i'^**^*^ )V 

Bo c : t-rf^>*^#^ 

DNP :^hD7x^ 

T r t h V 

Bum : t-7*b^y^f^ 

Fmo c I N- 9 -y)V*\s~)\/* \- 

HOB t : l-KKD*^>XhVr/-A' 

HO OB t : 3,4-^tFn-3-tKD^y-4-t^7- 

1, 2,3-Wl-'J7W 
H O N B :i-tKn^y-5-7;V **;V * > -2, 3- v # v >f S K 



[0 0 7 3] 

mvm-w : 1 ] 

CS£^J#-t : 2 ] 



ffifE# 2004-3003932 
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: 69/ 



m^m^r: 3] 

E Z H 2 £ K-fS^il^-^^ODN AO«*EyiJ*^i-o 

CK^JS-^ : 4 3 
9) 

mn^: i od 

[0 0 7 4] 

#&«fe30lk IL^A^BJftiffil. 0iE^m^2M. JMrt*A,&*&20!!> Z<D®L23mM<DjE 
HzmMfrbM&Zfitz total RNA (^1*±D^2) U oligonucleoti 

de microarray (Human Genome U95A, U95B, U95C, U95D, U95E; Affymetrixtt) 

^hWCft&fc, AffymetrixttOHJB*#SI§# (Expression analysis technical 



mSE# 2004-3003932 



mm 2002-373144 



^-v: 70/ 



manual) fcftofc. JWA^ »^«fTEZH20««:3i3W>B * *L 

fc. *WLfcI1MU»-eii, t», *SU WWttiWT CGeneChipM 
$fV7b7x7 (Affymetrixfi) TAbsentfciRljfeStLfc} O«at?*o^ 1 

[0 0 7 5] 

mi) 



RNA *4ftttlL*-fflS6 






«J|jE1MBIt(*{tM1) 


BioClinical Partners 


ND 




BioClinical Partners tt 


ND 


?LlijE#*af&(«H*S^15) 


BioClinical Partners $t 


0. 176 




BioClinical Partners $t 


3. 708 




BioClinical Partners 1± 


0. 398 




BioClinical Partners tt 


7. 72 




BioClinical Partners tt 


1. 403 




BioClinical Partners tt 


ND 




BioClinical Partners tt 


ND 


»ii!itatt(if«fi6) 


BioClinical Partners tt 


0. 406 




BioClinical Partners tt 


O. 445 



ift&?ftttl±« oligonucleotide microarray -efHB4qfttU3fefc£&&?ti> 
ND; not detected 
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71/ 



[ft 2] 











BioChain Institute ft 


ND 




Clontech ft 


ND 




Clontech ft 


ND 


BIS 


Clontech til 


ND 


mm 


Clontech ft 


ND 


IffK 


Clontech ft 


ND 


SOW 


Clontech ft 


ND 




Clontech ft 


ND 




Clontech ft 


ND 




Clontech ft 


ND 


£BS 


Clontech ft 


ND 




Clontech ft 


0. 76 


S.IS 


Clontech ft 


ND 




Clontech ft 


ND 


m 


Clontech ft 


ND 


mm 


BioChain Institute ft 


0. 745 




BioChain Institute ft 


ND 




BioChain Institute ft 


ND 




Clontech ft 


ND 




BioChain Institute ft 


ND 


mm 


Clontech ft 


12. 85 




Clontech ft 


ND 



ND; not detected 
[0 0 7 6] 

mmm2 

(1) EZH2^§itf5 : P<^n-->^ : Hf ofco 

mozf?*^- (fiEW*: t&XT/mm^: 5) =H£JBU Marathon re 
ady cDNA9 ^ ^ 7 'J ~ (ClantecWt*) ZmWLt LT, Pfu#U^9— « (Strar 
ageneiQ «rJBv*TPCR*r?T o fco PCRtt> 2xGC buffer I (TakaraS£) 10 // 1> 2.5 
mM each dNTP mixture 1.6// 1> 20/iM*cM^fc±JB2*<&:/? >f ^OAfx 
U mmdXmfc 0.5/zU Pfu#V*?-**0.4Ail**tr20,£l©^ft*\ 96 



tfifE#2 004-3003932 
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*C> iWffiQmik, 94<C • 10#\ 61*0 • 15#\ 72^ • 5#<7>EB&£35-»M * ^ 

Uj-e:frgtU IK^'fV K£^J 0 HI LTGelExtraction kit (QiagenlSD &ffiV*T 
ESM^tSlfco -<7)^> £0££J»^W$SH^ pcDNA3. 1/V5 His TA Exp 
ression vector (InvitrogentfctSD m^^-fu Y a -^C^o^TAOttflD^T 

fee 

2®^) 7 9 >f v - (E^IJ#-^ : 6 *5 <£ CFE^J*^- : 7 ) i3 X OTaqMan^n - "7 
(1B^J#-^-: 8) fc'&JBU Matched cDNA Pairs (Clontech») £»M (M3) 
t LT^fiftjPCR&fr ofc e TaqMan Universal PCR Master Mix (Applied Biosys 
tems«)«rffivs 79 4 ^-j&jfet500 nM, 7n-7&iftJKl00 nM, ^McDNAl 
fx 1 X £15 ft lO^t^lIU ABI PRISM™ 7900HT Sequence Detec 
tor (Appl ied BiosystemstfcSO \~$>h -f7*Jl/> R£##^fo tz Q $ tz, _t 
13 (1) "Wthfifc-*? 9 — 1 Sr— 5fe3^—StPCRlwttU Matched cDNA pairl 
• ^1^^0<^EZH2<One-^^i6^o rt^&itfcfiJfccDNA 1// iMtz^O <DV7B2(D 
%mmt, ^T^^i-J^SIE^a^S^cDNA 1// 1 ^fc v <^EZH20|&^*ifc^^ 
*^ *^ 3 ^IB-To 
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^-y. 73/ 



Human Breast 1 
Human Breast 2 
Human Breast 3 
Human Breast 4 
Human Rectum 1 
Human Rectum 2 
Human Rectum 3 
Human Ovary 1 
Human Ovary 3 
Human Ovary 4 
Human Ovary 5 



1. 02 




7. 65 
9. 92 



O. 49 



5. 47 



33. 2 



4. 59 



7. 30 



12. 8 



Human Prostate 1 
Human Prostate 3 



13. 7 



0. 76 



#Mfi5fccDNA 1 fi 1=5 (DEZH23 If-BO 
[0 0 7 7] 



) £l£ifi£> phowhoiothioateft*V«^l/*f-K**AU HPLCffimbT^ 
Atlt-ffiV^; (Amersham Pharmacia Biotech) (J^T> T >^-b * 'J ^ 

^StL&^E^'J^-^K?!) (EW^: 10) SrIWtftKphosphorothioate 
<kt. HFLCJH!SIL"Cffiv»£: (Amersham Pharmacia Biotech) 0 

^^fl^t UTlL^^m^MDA-MB-231 (In Vitro. 14(11)^, 911-915H. 1 
978^, ATCCJ:«5 0A) *JBv>, *V =f* * V*?- K^AflfH ^lXloSflOHBIft 
^24'7^;l/7 p V-h (Falcantfcfi) Kj»Lfc. *y 9 Is** F*Afc«iLi 
pofectamine2000 (InvitrogenttS) «r«ffl U f O^n b3-;H:^f; 0 S 



HWJ3 
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Xmi 58#H-CKNeasy mini kit (QiagenttK) ©ynfa-KftotRNA 
£J$tfiU TaqMan Reverse Transcription Reagents (Applied Biosystemstti!* 
) fcffiwrcDNAfcWRLfco ^tKlPCRt^ m^fy^^r- (KB!** 
: 6fcJ:tf5£!l«-: 7) fcitT/n-"/ (E?!]3H§- : 8) fcffiv*. ABI PRISM? 
M 7900HT Sequence Detector (Applied Biosystems1±$S0 lr~ <£. ot^JSW t |W| 

«K9 6-)x;V^-f (Falcon*t«) i:ftttlv\ JifBiUBJ^ Lipofe 
ctamine2000 (Invitrogentt^) Srttffl U 7^^tV^^Vtf K$ 
Xm3 B BKCell death detection ELISA (RochettS) h n-;v 

^-Oig^ T >f-fe >X * V XX 9 V*^ KSA^7I^WeEZH2^>|&m (R N 
A) » n > h n - fr* V =f * V * K#AB# (100%) Hifc^63% Kfa'p LX 
is 0 ^ * fc, SA&3 BSWf-y^li^Vbn-jl/ (100%) KJt-<174% 

£*U:>K EZH2J*. A**^ » S A,. HWW*^ 5P*^ft^-« 

a^aib-rv^^lfC* < > MDA-MB-23U*fc Z<OW/»mm<0*m*T# h — 

[0 0 7 8] 

=f-<D%m*mm (»ti<tta*) t*ft^»tfcii^ott> * 
itsjfc*^ ast**^ raw^ as»^. iw^ 

% ^ A , > T-^A,, ¥#MWV^ HWW*A/. IBM*. Jfo. 

(o^m-^mnu &zl<i**m&a^ w**^ vm#A< 
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[0 0 7 9] 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Preventing and treating agent for cancer 

<130> B02418 

<160> 10 

<210> 1 

<211> 751 

<212> PRT 

<213> Human 

<400> 1 

Met Gly Gin Thr Gly Lys Lys Ser Glu Lys Gly Pro Val Cys Trp Arg 

5 10 15 

Lys Arg Val Lys Ser Glu Tyr Met Arg Leu Arg Gin Leu Lys Arg Phe 

20 25 30 

Arg Arg Ala Asp Glu Val Lys Ser Met Phe Ser Ser Asn Arg Gin Lys 

35 40 45 

He Leu Glu Arg Thr Glu He Leu Asn Gin Glu Trp Lys Gin Arg Arg 

50 55 60 

He Gin Pro Val His He Leu Thr Ser Val Ser Ser Leu Arg Gly Thr 
65 70 75 80 

Arg Glu Cys Ser Val Thr Ser Asp Leu Asp Phe Pro Thr Gin Val He 

85 90 95 

Pro Leu Lys Thr Leu Asn Ala Val Ala Ser Val Pro He Met Tyr Ser 

100 105 HO 

Trp Ser Pro Leu Gin Gin Asn Phe Met Val Glu Asp Glu Thr Val Leu 
115 120 125 
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His Asn He Pro Tyr Met Gly Asp Glu Val Leu Asp Gin Asp Gly Thr 

130 135 140 

Phe He Glu Glu Leu He Lys Asn Tyr Asp Gly Lys Val His Gly Asp 
145 150 155 160 

Arg Glu Cys Gly Phe He Asn Asp Glu He Phe Val Glu Leu Val Asn 

165 170 175 

Ala Leu Gly Gin Tyr Asn Asp Asp Asp Asp Asp Asp Asp Gly Asp Asp 

180 185 190 

Pro Glu Glu Arg Glu Glu Lys Gin Lys Asp Leu Glu Asp His Arg Asp 

195 200 205 

Asp Lys Glu Ser Arg Pro Pro Arg Lys Phe Pro Ser Asp Lys He Phe 

210 215 220 

Glu Ala He Ser Ser Met Phe. Pro Asp Lys Gly Thr Ala Glu Glu Leu 
225 230 235 240 

Lys Glu Lys Tyr Lys Glu Leu Thr Glu Gin Gin Leu Pro Gly Ala Leu 

245 250 255 

Pro Pro Glu Cys Thr Pro Asn He Asp Gly Pro Asn Ala Lys Ser Val 

260 265 . 270 

Gin Arg Glu Gin Ser Leu His Ser Phe His Thr Leu Phe Cys Arg Arg 

275 280 285 

Cys Phe Lys Tyr Asp Cys Phe Leu His Arg Lys Cys Asn Tyr Ser Phe 

290 295 300 

His Ala Thr Pro Asn Thr Tyr Lys Arg Lys Asn Thr Glu Thr Ala Leu 
305 310 315 320 

Asp Asn Lys Pro Cys Gly Pro Gin Cys Tyr Gin His Leu Glu Gly Ala 

325 330 335 

Lys Glu Phe Ala Ala Ala Leu Thr Ala Glu Arg He Lys Thr Pro Pro 

340 345 350 

Lys Arg Pro Gly Gly Arg Arg Arg Gly Arg Leu Pro Asn Asn Ser Ser 
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355 360 365 

Arg Pro Ser Thr Pro Thr He Asn Val Leu Glu Ser Lys Asp Thr Asp 

370 375 380 

Ser Asp Arg Glu Ala Gly Thr Glu Thr Gly Gly Glu Asn Asn Asp Lys 
385 390 395 400 

Glu Glu Glu Glu Lys Lys Asp Glu Thr Ser Ser Ser Ser Glu Ala Asn 

405 410 415 

Ser Arg Cys Gin Thr Pro He Lys Met Lys Pro Asn He Glu Pro Pro 

420 425 430 

Glu Asn Val Glu Trp Ser Gly Ala Glu Ala Ser Met Phe Arg Val Leu 

435 440 445 

He Gly Thr Tyr Tyr Asp Asn Phe Cys Ala He Ala Arg Leu He Gly 

450 455 460 

Thr Lys Thr Cys Arg Gin Val Tyr Glu Phe Arg Val Lys Glu Ser Ser 
465 470 475 480 

He He Ala Pro Ala Pro Ala Glu Asp Val Asp Thr Pro Pro Arg Lys 

485 490 495 

Lys Lys Arg Lys His Arg Leu Trp Ala Ala His Cys Arg Lys He Gin 

500 505 510 

Leu Lys Lys Asp Gly Ser Ser Asn His Val. Tyr Asn Tyr Gin Pro Cys 

515 520 525 

Asp His Pro Arg Gin Pro Cys Asp Ser Ser Cys Pro Cys Val He Ala 

530 535 540 

Gin Asn Phe Cys Glu Lys Phe Cys Gin Cys Ser Ser Glu Cys Gin Asn 
545 550 555 560 

Arg Phe Pro Gly Cys Arg Cys Lys Ala Gin Cys Asn Thr Lys Gin Cys 

565 570 575 

Pro Cys Tyr Leu Ala Val Arg Glu Cys Asp Pro Asp Leu Cys Leu Thr 
580 585 590 
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Cys Gly Ala Ala Asp His Trp Asp Ser Lys Asn Val Ser Cys Lys Asn 

595 600 605 

Cys Ser He Gin Arg Gly Ser Lys Lys His Leu Leu Leu Ala Pro Ser 

610 615 620 

Asp Val Ala Gly Trp Gly He Phe He Lys Asp Pro Val Gin Lys Asn 
625 630 635 640 

Glu Phe He Ser Glu Tyr Cys Gly Glu He He Ser Gin Asp Glu Ala 

645 650 655 

Asp Arg Arg Gly Lys Val Tyr Asp Lys Tyr Met Cys Ser Phe Leu Phe 

660 665 670 

Asn Leu Asn Asn Asp Phe Val Val Asp Ala Thr Arg Lys Gly Asn Lys 

675 680 685 

He Arg Phe Ala Asn His Ser Val Asn Pro Asn Cys Tyr Ala Lys Val 

690 695 700 

Met Met Val Asn Gly Asp His Arg He Gly He Phe Ala Lys Arg Ala 
705 710 715 720 

He Gin Thr Gly Glu Glu Leu Phe Phe Asp Tyr Arg Tyr Ser Gin Ala 

725 730 735 

Asp Ala Leu Lys Tyr Val Gly He Glu Arg Glu Met Glu He Pro 
740 745 750 



<210> 2 
<211> 2253 
<212> DNA 
<213> Human 
<400> 2 



atgggccaga ctgggaagaa atctgagaag ggaccagttt gttggcggaa gcgtgtaaaa 60 
tcagagtaca tgcgactgag acagctcaag aggttcagac gagctgatga agtaaagagt 120 

ttlSE# 2004-3003932 
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atgtttagtt ccaatcgtca gaaaattttg gaaagaacgg aaatcttaaa ccaagaatgg 180 

aaacagcgaa ggatacagcc tgtgcacatc ctgacttctg tgagctcatt gcgcgggact 240 

agggagtgtt cggtgaccag tgacttggat tttccaacac aagtcatccc attaaagact 300 

ctgaatgcag ttgcttcagt acccataatg tattcttggt ctcccctaca gcagaatttt 360 

atggtggaag atgaaactgt tttacataac attccttata tgggagatga agttttagat 420 

caggatggta ctttcattga agaactaata aaaaattatg atgggaaagt acacggggat 480 

agagaatgtg ggtttataaa tgatgaaatt tttgtggagt tggtgaatgc ccttggtcaa 540 

tataatgatg atgacgatga tgatgatgga gacgatcctg aagaaagaga agaaaagcag 600 

aaagatctgg aggatcaccg agatgataaa gaaagccgcc cacctcggaa atttccttct 660 

gataaaattt ttgaagccat ttcctcaatg tttccagata agggcacagc agaagaacta 720 

aaggaaaaat ataaagaact caccgaacag cagctcccag gcgcacttcc tcctgaatgt 780 

acccccaaca tagatggacc aaatgctaaa tctgttcaga gagagcaaag cttacactcc 840 

tttcatacgc ttttctgtag gcgatgtttt aaatatgact gcttcctaca tcgtaagtgc 900 

aattattctt ttcatgcaac acccaacact tataagcgga agaacacaga aacagctcta 960 

gacaacaaac cttgtggacc acagtgttac cagcatttgg agggagcaaa ggagtttgct 1020 

gctgctctca ccgctgagcg gataaagacc ccaccaaaac gtccaggagg ccgcagaaga 1080 

ggacggcttc ccaataacag tagcaggccc agcaccccca ccattaatgt gctggaatca 1140 

aaggatacag acagtgatag ggaagcaggg actgaaacgg ggggagagaa caatgataaa 1200 

gaagaagaag agaagaaaga tgaaacttcg agctcctctg aagcaaattc tcggtgtcaa 1260 

acaccaataa agatgaagcc aaatattgaa cctcctgaga atgtggagtg gagtggtgct 1320 

gaagcctcaa tgtttagagt cctcattggc acttactatg acaatttctg tgccattgct 1380 

aggttaattg ggaccaaaac atgtagacag gtgtatgagt ttagagtcaa agaatctagc 1440 

atcatagctc cagctcccgc tgaggatgtg gatactcctc caaggaaaaa gaagaggaaa 1500 

caccggttgt gggctgcaca ctgcagaaag atacagctga aaaaggacgg ctcctctaac 1560 

catgtttaca actatcaacc ctgtgatcat ccacggcagc cttgtgacag ttcgtgccct 1620 

tgtgtgatag cacaaaattt ttgtgaaaag ttttgtcaat gtagttcaga gtgtcaaaac 1680 

cgctttccgg gatgccgctg caaagcacag tgcaacacca agcagtgccc gtgctacctg 1740 

gctgtccgag agtgtgaccc tgacctctgt cttacttgtg gagccgctga ccattgggac 1800 

agtaaaaatg tgtcctgcaa gaactgcagt attcagcggg gctccaaaaa gcatctattg 1860 
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ctggcaccat ctgacgtggc aggctggggg atttttatca aagatcctgt gcagaaaaat 1920 

gaattcatct cagaatactg tggagagatt atttctcaag atgaagctga cagaagaggg 1980 

aaagtgtatg ataaatacat gtgcagcttt ctgttcaact tgaacaatga ttttgtggtg 2040 

gatgcaaccc gcaagggtaa caaaattcgt tttgcaaatc attcggtaaa tccaaactgc 2100 

tatgcaaaag ttatgatggt taacggtgat cacaggatag gtatttttgc caagagagcc 2160 

atccagactg gcgaagagct gttttttgat tacagataca gccaggctga tgccctgaag 2220 
tatgtcggca tcgaaagaga aatggaaatc cct 

<210> 3 
<211> 2695 
<212> DNA 
<213> Human 
<400> 3 

caaataaaag cgatggcgat tgggctgccg cgtttggcgc tcggtccggt cgcgtccgac 
acccggtggg actcagaagg cagtggagcc ccggcggcgg cggcggcggc gcgcgggggc 
gacgcgcggg aacaacgcga gtcggcgcgc gggacgaaga ataatcatgg gccagactgg 
gaagaaatct gagaagggac cagtttgttg gcggaagcgt gtaaaatcag agtacatgcg 
actgagacag ctcaagaggt tcagacgagc tgatgaagta aagagtatgt ttagttccaa 
tcgtcagaaa attttggaaa gaacggaaat cttaaaccaa gaatggaaac agcgaaggat 
acagcctgtg cacatcctga cttctgtgag ctcattgcgc gggactaggg agtgttcggt 
gaccagtgac ttggattttc caacacaagt catcccatta aagactctga atgcagttgc 
ttcagtaccc ataatgtatt cttggtctcc cctacagcag aattttatgg tggaagatga 
aactgtttta cataacattc cttatatggg agatgaagtt ttagatcagg atggtacttt 
cattgaagaa ctaataaaaa attatgatgg gaaagtacac ggggatagag aatgtgggtt 
tataaatgat gaaatttttg tggagttggt gaatgccctt ggtcaatata atgatgatga 
cgatgatgat gatggagacg atcctgaaga aagagaagaa aagcagaaag atctggagga 
tcaccgagat gataaagaaa gccgcccacc tcggaaattt ccttctgata aaatttttga 
agccatttcc tcaatgtttc cagataaggg cacagcagaa gaactaaagg aaaaatataa 



60 
120 
180 
240 
300 
360 
420 
480 
540 
600 
660 
720 
780 
840 
900 
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agaactcacc gaacagcagc tcccaggcgc acttcctcct gaatgtaccc ccaacataga 960 
tggaccaaat gctaaatctg ttcagagaga gcaaagctta cactcctttc atacgctttt 1020 
ctgtaggcga tgttttaaat atgactgctt cctacatcgt aagtgcaatt attcttttca 1080 
tgcaacaccc aacacttata agcggaagaa cacagaaaca gctctagaca acaaaccttg 1140 
tggaccacag tgttaccagc atttggaggg agcaaaggag tttgctgctg ctctcaccgc 1200 
tgagcggata aagaccccac caaaacgtcc aggaggccgc agaagaggac ggcttcccaa 1260 
taacagtagc aggcccagca cccccaccat taatgtgctg gaatcaaagg atacagacag 1320 
tgatagggaa gcagggactg aaacgggggg agagaacaat gataaagaag aagaagagaa 1380 
gaaagatgaa acttcgagct cctctgaagc aaattctcgg tgtcaaacac caataaagat 1440 
gaagccaaat attgaacctc ctgagaatgt ggagtggagt ggtgctgaag cctcaatgtt 1500 
tagagtcctc attggcactt actatgacaa tttctgtgcc attgctaggt taattgggac 1560 
caaaacatgt agacaggtgt atgagtttag agtcaaagaa tctagcatca tagctccagc 1620 
tcccgctgag gatgtggata ctcctccaag gaaaaagaag aggaaacacc ggttgtgggc 1680 
tgcacactgc agaaagatac agctgaaaaa ggacggctcc tctaaccatg tttacaacta 1740 
tcaaccctgt gatcatccac ggcagccttg tgacagttcg tgcccttgtg tgatagcaca 1800 
aaatttttgt gaaaagtttt gtcaatgtag ttcagagtgt caaaaccgct ttccgggatg 1860 
ccgctgcaaa gcacagtgca acaccaagca gtgcccgtgc tacctggctg tccgagagtg 1920 
tgaccctgac ctctgtctta cttgtggagc cgctgaccat tgggacagta aaaatgtgtc 1980 
ctgcaagaac tgcagtattc agcggggctc caaaaagcat ctattgctgg caccatctga 2040 
cgtggcaggc tgggggattt ttatcaaaga tcctgtgcag aaaaatgaat tcatctcaga 2100 
atactgtgga gagattattt ctcaagatga agctgacaga agagggaaag tgtatgataa 2160 
atacatgtgc agctttctgt tcaacttgaa caatgatttt gtggtggatg caacccgcaa 2220 
gggtaacaaa attcgttttg caaatcattc ggtaaatcca aactgctatg caaaagttat 2280 
gatggttaac ggtgatcaca ggataggtat ttttgccaag agagccatcc agactggcga 2340 
agagctgttt tttgattaca gatacagcca ggctgatgcc ctgaagtatg tcggcatcga 2400 
aagagaaatg gaaatccctt gacatctgct acctcctccc ccctcctctg aaacagctgc 2460 
cttagcttca ggaacctcga gtactgtggg caatttagaa aaagaacatg cagtttgaaa 2520 
ttctgaattt gcaaagtact gtaagaataa tttatagtaa tgagtttaaa aatcaacttt 2580 
ttattgcctt ctcaccagct gcaaagtgtt ttgtaccagt gaatttttgc aataatgcag 2640 
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tatggtacat ttttcaactt tgaataaaga atacttgaac 

<210> 4 
<211> 19. 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 4 

gcgcgggacg aagaataat 

<210> 5 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 5 

ggggaggagg tagcagatgt c 

<210> 6 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 6 

caagcagtgc ccgtgcta 



ttgtcaaaaa aaaaa 2695 



19 



21 



18 
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<210> 7 
<211> 21 
<212> DMA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 7 

agcggctcca caagtaagac a 

<210> 8 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Probe 
<400> 8 

tggctgtccg agagtgtgac cctga 

<210> 9 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> oligonucleotide 
<400> 9 

aaacccacat tctctatccc 

<210> 10 
<211> 20 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> oligonucleotide 
<400> 10 

ccctatctct tacacccaaa 
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1. ^M^MB 



2002-373144 

m h a m s fit « 



[000002934] 
1992# 1^220 



m»if*-g- miiT^fc 9 0 0 4 
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